Chemical reagents were purchased from Sigma, Aldrich, Fluka, Acros, Lancaster and Novabiochem. Anhydrous CH 2 Cl 2 was obtained by distillation over calcium hydride, anhydrous THF and Et 2 O over sodium/benzophenone. All other solvents were purchased from Fisher Scientific. Analytical TLC was performed using silica gel 60 
anhydrous THF and Et 2 O over sodium/benzophenone. All other solvents were purchased from Fisher Scientific. Analytical TLC was performed using silica gel 60 F 254 pre-coated on aluminium sheets (0.25 mm thickness). Flash chromatography was performed on silica gel 60 (35-70 micron) from Fisher Scientific.
1 H and 13 C NMR were recorded using Bruker Avance 500MHz, JEOL JMN GX-270MHz or EX400MHz spectrometers. J values are given in Hz. Analytical RP-HPLC was performed on a Dionex HPLC system equipped with a Dionex Acclain 3 µm C-18
(150 x 4.6mm) column with a flow rate of 1 mL/min. Semi-preparative RP-HPLC was performed on a Dionex HPLC system equipped with a Phenomenex Gemini 5µm C-18 (250 x 10mm) column with a flow rate of 2.5 mL/min, or a Phenomenex Gemini 5µm C-18 (250 x 30mm) column with a flow rate of 22.5 mL/min. Mobile phase A was 0.1% TFA in water, mobile phase B was 0.1% TFA in acetonitrile. High resolution mass spectrometry was performed using a Bruker MicroTOF autospec electrospray ionisation mass spectrometer.
Synthesis was performed manually on 2-chlorotrityl polystyrene resin (0.30 g, 0.42 mmol). Loading of the resin was achieved by treating the resin with a solution of After coupling of Fmoc-Arg(Pmc)-OH, the resin was divided into two equal portions, which were then used for the preparation of (tetrapeptide) and ( 
Ac-L-Arg(MC)-L-MePhe-iso-L-Asp-OH (Tripeptide)
The resin-bound tripeptide (see above) was N(α)-deprotected and acetylated as for (tetrapeptide). Following cleavage from the resin and isolation as before, the fully deprotected Arg-containing tripeptide intermediate was obtained as the trifluoroacetate salt as a white solid (10.9 mg, 0.017 mmol).
Acylation:
A stirred solution of the crude peptide from above in DMF (2 mL) was treated with 
Ac-L-Arg(MC)-L-MePhe (Dipeptide)
This was performed as for (tetrapeptide), using 2-chlorotrityl polystyrene resin (0.20 g, 0.28 mmol). After cleavage from the resin and isolation as before, the fully and the mixture was allowed to warm to room temperature overnight. The solvent was evaporated and the residue was dissolved in EtOAc (15 mL) and washed with 5% citric acid (2 x 8 mL), 5% NaHCO 3 (2 x 8 mL), water (2 x 8 mL) and brine (8 mL).
The organic extract was dried (MgSO 4 ) and the solvent was evaporated. The crude product was purified by flash chromatography (CH 2 Cl 2 to 9:1 CH 2 Cl 2 /MeOH) to give a colourless oil (0.41g, 80% was treated with diethylamine (0.47 mL, 4.56 mmol). After 45 min, the solvent was evaporated and the residue was dissolved in CH 2 Cl 2 (6 mL), cooled to 0°C, and the resulting solution treated with acetic anhydride (86 μL, 0.91 mmol), DMAP (36 mg, 0.29 mmol), and DIPEA (95 μL, 0.55 mmol). The reaction mixture was allowed to warm to room temperature and was stirred overnight, then it was diluted with CH 2 Cl 2 (10 mL) and was washed with 5% citric acid (2 x 8 mL), 5% NaHCO 3 (2 x 8 mL), water (2 x 8 mL) and brine (8 mL). The organic extracts were dried (MgSO 4 ) and the solvent was evaporated to give the crude product, which was purified by flash chromatography (CH 2 Cl 2 to 9:1 CH 2 Cl 2 /MeOH). This gave Ac-L-Arg(Pmc)-NHCH 3 as a yellow gum (61 mg, 42%). R f 0.32 (9:1 CH 2 Cl 2 /MeOH); δ H (270 MHz, CDCl 3 ):
Ac-L-Arg(Pmc)-NHCH
1.27 (6H, s, C(CH 3 ) 2 ) 1.50-1.79 (6H, m, (CH 3 ) 2 CCH2 + γ CH 2 + β CH 2 )1.95 (3H, s, was treated with a solution of 1:1 TFA-CH 2 Cl 2 (0.3 mL) and stirred for 2 h at 30 °C.
The solvent was evaporated and the residue was dried thoroughly in vacuo, and then partitioned between CH 2 Cl 2 (2 mL) and water (2 mL). The organic extract was dried (MgSO 4 ) and the solvent was evaporated to give crude Ac-L-Arg-NHCH 3 as the TFA salt (15 mg), which was immediately neutralised with pre-washed Dowex hydroxide resin (200 mg) in MeOH (2 mL) for 1 h. The resin was filtered off and the solvent was evaporated to give Ac-Arg-NHCH 3 as the free base (7.5 mg, 0.033 mmol assumed). A solution of this material in dry DMF (0.35 mL) was cooled to 0 °C and was treated with a 0.31M solution of methylisocyanate in DMF (0.06 mL, 1.8 equiv).
The reaction mixture was allowed to warm to room temperature and was stirred for 18 h, then the solvent was evaporated and the crude product was analysed by mass spectrometry, which indicated partial conversion to (xxx) had occurred. 
